Background: Liver-related mortality has been increasing worldwide. We aimed to estimate the age-standardized mortality rates from viral hepatitis in Brazil.
Background
In the last years, liver-related mortality rates have been increasing worldwide [1] . Approximately 2 million cases of chronic liver diseases are expected in the next 40 years in Latin America [2] . Viral hepatitis might lead to fulminant liver failure and remains the main indication of liver transplantation due to acute or chronic liver disease [3] . Acute hepatitis A is generally self-limited and more severe disease occurs more frequently in elderly and individuals with immunodeficiency [4] . Hepatitis E infection causes large outbreaks and high mortality rates have been described in pregnant women [5] . Chronic infection by hepatitis B, C and Delta virus leads to progression from minimal fibrosis to cirrhosis, the most frequent liver related death cause worldwide [1] .
In Brazil, more than 130,000 new cases of acute and chronic viral hepatitis were registered by the health authorities from 2012-2015 (Sistema de Informação de Agravos de Notificação -SINAN -website: http://portalsinan.saude.gov.br/hepatites-virais) [6] . Data from the Ministry of Health (MoH) of Brazil estimated that 1.4-1.7 million people are chronically infected with hepatitis C virus (HCV) [7] . Presence of advanced fibrosis was reported in up to 30% of patients with hepatitis B and Delta coinfection in western Amazon Basin [8, 9] and more than 800,000 liver-related hospitalizations (~30,000 admissions per year) were performed in the last decade in Brazil [10] . We previously reported a nationwide analysis describing an increase in number of deaths due to liver diseases and cirrhosis in the last decade [11] . The Viral Hepatitis National Program of the Brazilian MoH has been implementing strategies to prevent, early-diagnosis and treatment of viral hepatitis [12] . However, the burden of viral hepatitis might not be homogeneous across the country. Thus, the analysis of the geographical distribution the mortality rates related to viral hepatitis seems to be essential to prioritize or reinforce these health policies in hot spots of specific etiologies of viral hepatitis. The aim of this study was to estimate the age-standardized mortality rates related to viral hepatitis in Brazil and its micro and macro regions.
Methods

Study design
We analyzed the Brazilian National Death Registry database (Sistema de Informação sobre Mortalidade -SIM) from the Brazilian Unified Health System Information Technology Department (DATASUS) to estimate the mortality rates related to viral hepatitis in a 7-year period (from 2008 to 2014). The study protocol was approved with waiver of informed consent by the Ethical Committee from Instituto Nacional de Infectologia Evandro Chagas (IRB 51736815.3.0000.5262). Federative Units and macro-regions of Brazil were defined by the Brazilian Institute of Geography and Statistics (IBGE) as the Brazilian states and legally valid subnational units as North, Northeast, Central-West, Southeast and South regions, respectively.
Mortality and population data collection
The Brazilian MoH has an open-source and web available database, the Brazilian Death Registry (SIM), where all deaths causes have been registered based on the death certificate (DC) in Brazil since 1979. Anonymous data have been published in a public domain (http:// datasus.saude.gov.br/informacoes-de-saude/tabnet/estatisticas-vitais). This database contains demographic characteristics, geographic location and causes of death that occurred in Brazil in the last decades. Primary, secondary and contributing causes of death have been classified according to the 10th revision of the International Classification of Diseases (ICD-10) since 1999. The underlying cause of death is determined as the "disease of injury which initiates the train of events leading directly to death". When more than one cause or condition is listed in the DC, the underlying cause is determined by the sequence of conditions using standard algorithms provided by the Brazilian MoH [13] . Population estimation in Brazil has been provided by IBGE. Socio-demographics' statistics of individuals living in Brazil have been based on the 10-year interval census (1980, 1991, 2000 and 2010) . A death due to viral hepatitis was defined by the present of any of the ICD-10 codes described above in any field of the DC (primary, secondary or underlying causes of death). Deaths due to viral coinfection were considered by the presence of two or more codes related to different viral hepatitis infections in the DC. An exception was hepatitis Delta, formally known as hepatitis B and Delta coinfection, which was analyzed separately from hepatitis B.
Mortality rates calculation
Mortality rates due to viral hepatitis in Brazil were analyzed in a 7-year period: from 2008 (after an improvement in quality in cause-of-death information) to 2014 (last year available at the time of the analysis for this paper). Crude and age-standardized mortality rates, expressed per 100,000 inhabitants, were calculated for Brazil and its federative units and macro-regions. The crude mortality rate was calculated as the ratio between total number of deaths due to hepatitis and estimated population. The age-standardized mortality rate was calculated using the direct standardization method using a standard population [14] . The World Population Standard (2000-2025) reported by the World Health Organization (WHO) was used as the standard population [15] . The WHO Population Standard was especially defined to reflect the average age structure of the world's population expected from the year 2000-2025. The statistical software R (R Foundation for Statistical Computing, Vienna, Austria. URL http://www.R-project.org/) and STATA (StataCorp LP, College Station, TX, USA) were used for data management, calculation of mortality rates and its 95% confidence intervals (CI). Time trends were tested using Poisson regression models with mortality rates as the dependent variable and calendar year as a numerical explanatory variable.
Results
A total of 8,106,219 deaths were registered in Brazil from January 2008 to December 2014. In this period 0.43% (n = 34,978) of deaths had ICD-10 codes related to viral hepatitis mentioned in primary, secondary or contributing causes of death of their DC. Hepatitis C was the most prevalent (73%) etiology in individuals who had viral hepatitis as cause of death in this period. Presence of viral hepatitis co-infection in the DC was rare (<2%). Most individuals who had viral hepatitis as cause of death were male (65%), aged [median (IQR)] of 58 (49-67) years-old and selfdeclared as Caucasian (61%). Deaths related to viral hepatitis occurred mostly in the Southeast region (52%) which is the most populated region in Brazil (Table 1 and Additional file 1: Figure S1 ).
Age-standardized mortality rate (95% CI) due to viral hepatitis was 2.695 (2.667-2.724) deaths per 100,000 inhabitants in Brazil in this 7-year period (2008) (2009) (2010) (2011) (2012) (2013) (2014) (Table 4 and Fig. 2 ). The number of deaths and crude mortality rates due to viral hepatitis A, B, C and Delta according to federate unit in Brazil in the 7-year period of analysis were summarized in the Additional file 1 Table S2 . Age-standardized mortality rates due to viral hepatitis by year according to the Brazilian macro-regions were plotted in the Additional file 1: Figure S2 .
Discussion
The present study highlighted the age-standardized mortality rates related to viral hepatitis in Brazil in a 7-year Mean population by year = ratio between total population from 2008 to 2014 and 7 years. Crude mortality rate = number of death / mean population * 7 (number of years)
period (from 2008 to 2014). Despite relative low agestandardized mortality rates associated with viral hepatitis, Brazil is a large and complex country with nearly 200 million inhabitants and striking regional differences ranging from the richer South and Southeast, the poorer North and Northeast and the expanding Central-West region. This nationwide death registry analysis showed that viral hepatitis were associated with over 34,000 deaths in this period. A Brazilian study reported that more than 90% of northern and northeast population tested positive for hepatitis A IgG antibodies [16] . This study analyzed of the mortality rates due to hepatitis A in Brazil from 1980 to 2002 reporting higher rates in Northern region and a progressive decrease (from 0.20 to 0.02 per 100,000 inhabitants) in hepatitis A mortality rates in all Brazilian macro-regions [16] . The present study described similar higher mortality rates in North and Northeast compared to South and Southeast regions. However, we described higher age-standardized mortality rates [0.032 (0.029-0.035)] in a 7-years period and a non-significant time trend. These results are alarming particularly because of the inverse correlation between hepatitis A and socioeconomic standards [17] . Regarding hepatitis B, Brazil has been classified as of low endemicity with an estimated prevalence of 0.65% (95% CI 0.65-0.66) [18] . However, prevalence of hepatitis B and Delta has a heterogenic distribution across the country, with higher concentration in Northern Brazil [19] . In the general population, prevalence of HBsAg marker ranged from 0.57% in the Southeast to 6.2% in the North region [20] . More than 60,000 and 70,000 cases of hepatitis B and C, respectively, were registered at the Brazilian National System for Surveillance and Control of Diseases from 2012 to 2015 (http://portalsinan.saude.-gov.br/hepatites-virais), respectively. A Brazilian study that analyzed 2936 individuals living in Rio de Janeiro (Southeast region) showed a prevalence of 0.14% (0.01-0.30) hepatitis B and 0.44% (0.20-0.68) hepatitis C infection [21] . However, a higher prevalence of chronic hepatitis C [1.38% (95% CI: 1.12-1.64)] was reported in a second cross-sectional population-based study that analyzed more than 19000 individuals over the country [22] . In addition, using mathematic models, the Brazilian Ministry of Health estimated that around 1,450,000 people are living with hepatitis C [6] .
According to the Global Hepatitis Report from the WHO, the global number of deaths related to viral hepatitis increased from 1.10 million deaths in 2000 to 1.34 million deaths in 2015 [23] . In addition, according to the Global Burden Disease (GBD), viral hepatitis has been associated with disability adjusted life year worldwide [24] and the mortality rates (95% CI) from cirrhosis due to hepatitis B and C were 8.1 (5.36-11.49) and 1.7 (0.6-3.4) per 100,000 inhabitants in Brazil in 2013 [25] . Mortality rates from viral hepatitis B and C have increased from 1999 to 2007 in the United States [26] . Moreover, national hospitalization and inpatient mortality rates due to hepatitis C have increased in the last decade [27] . Comparing our data with those from GBD 188 countries [17] , age-standardized mortality-rate was lower for hepatitis B and higher for hepatitis C [28] . Our results show that Brazilian mortality rates widely varied according to geographical localization. Hence, southeast and south regions presented higher mortality rates due to hepatitis C than others regions. These results might be explained by higher rates of diagnosis since these populations have a better access to the health care systems [29] and/or by higher incidence of hepatitis C [30] . Higher mortality rates in few Brazilian federations units, such as AC and RS, might be related to a higher prevalence of injection drug users in these regions [31] . Northern Brazil, especially the Amazon Basin, is an endemic area for hepatitis Delta with up to 30% of hepatitis Delta virus infection in patients with hepatitis B [32] . This finding might explain the higher mortality rates due to hepatitis B and Delta in North compared to others Brazilian macro-regions. However, mortality rates comparisons between regions and/or countries should be interpreted with caution due to a considerable variability in death report processes worldwide and in the methods used for data analysis. In the present study, death due to viral hepatitis was defined by the presence of ICD-10 codes in the primary, secondary or contributing causes of death in the DC; mortality rates were age-standardized using the direct method and the standard population proposed by WHO which was estimated as an average world population age-structure constructed for the period 2000-2025. In a sensitivity analysis, we reported similar results on age-standardized mortality rates related to viral hepatitis and a non-significant trend for annual increasing or decreasing mortality rates in all Brazilian macro-regions from 2008 to 2014 when using the Brazilian population from year 2008 as the standard population (Additional file 1: Table S3 ).
Considering the current age-standardized mortality rates and the population projected by IBGE for the next 50 years, more than 190,000 deaths associated with viral hepatitis might occur from 2020 to 2060 in Brazil, most of them (up to 154,000) due to hepatitis C assuming no improvements in treatment and/or other public health strategies. The Viral Hepatitis National Program from the Brazilian MoH has been prioritizing health policies to improve the cascade of hepatitis B and C, as well as to implement cost-effective prevention programs and novel treatment for viral hepatitis. Accurate point-ofcare tests are available in Brazil for hepatitis B screening [33] and vaccination of newborns has been part of the National Immunization Program since 1998. Currently, hepatitis B vaccine is widely available for individuals up to 49 years-old [34] . Vaccination of difficult-to-access populations, such as those living in rural areas or in the Amazon forest, is still a challenge to the prevention of hepatitis B and Delta. Despite the satisfactory vaccine NA: Not applicable given that no cases were reported. Mean population per year for federative units are described in Table 3 coverage, others prevention and treatment interventions are available, but insufficiently implemented in Brazil. First-line drugs to control hepatitis B and Delta has been delivered free of charge by the Brazilian public health system (Sistema Único de Saúde -SUS) [35] . Nucleos(-t)ide analogues (NUCs) are available for chronic hepatitis B treatment since 2009. In addition, hepatitis C has been considered as a public health issue by Brazilian health authorities [36] . Despite the absence of a vaccine, point-of-care tests have been used for screening [37] and non-invasive tests have been available for fibrosis staging in Brazilian citizens living with chronic hepatitis C [38] . Improvement in identification of HCV-infected individuals and treatment of those with fibrosis stage F ≥ 2 with highly effective drugs (sustained virological response of 85%) might lead to 90% reduction in hepatitis burden by year 2030 in Brazil [12] . The BMoH had an intense negotiation with pharmaceutical companies resulting in more than 90% discount over international prices for direct-aging antivirals drugs (DAAs), such as sofosbuvir, daclastavir and simeprevir. These DAAs were recently incorporated by the public health system to be delivered for free to the Brazilian population aiming to tackle chronic hepatitis C and to prevent its complications [7, 39] . The surveillance of mortality rates seems to be one of the most important strategies to guide viral hepatitis health policies. The relative short period of free-delivery of NUCs and DAAs by the Brazilian MoH might explain the nonsignificant decrease in mortality rates in the last decade. However, trends of annual mortality rates can be used in the future to evaluate the efficacy of recently implemented strategies, such as hepatitis C eradication by DAAs. The present study has several limitations, mainly associated with the absence of standardization by gender and the lack of high quality of death cause registration in few Brazilian regions. However, death count coverage in Brazil has increased from 80% in 1980-1991 to more than 95% in 2000-2010 [40] . In addition, cause-of-death information has highly improved in Brazil after 2006 likely resulting from investments in public health care system and death report process in this country [41] . Accordingly, we analyzed mortality data from 2008 onwards to avoid the use and interpretation of low-quality data. The proportion of deaths from ill-defined or unknown causes of death [ICD-10: R00-R99] might be used as an indicator of the quality of cause-of-death data [42] . Quality of mortality data seems to be improving in the last years in Brazil: from 2000 to 2012, the proportion of ill-defined or unknown causes of death has decreased from 14.3-6.3% of deaths [11] . In addition, the number of ill-defined deaths and the mortality rates of unknown cause of deaths have decreased by 45% and 52%, respectively [11] . These decrease in proportion, absolute number of deaths and mortality rates were observed in all Brazilian macro-regions. However, there are still large regional differences in mortality report in Brazil: data quality seems to be better in South and Southeast compared to others regions [43] . Gender differences in mortality and life expectancy vary by country. However, in most countries, mortality rates are higher in men compared to women. Analysis of mortality rates with sex-standardization would be important for implementation of different health strategies in male and female population.
The major strength of this study was the estimation of the burden of viral hepatitis mortality analyzing individual data in a nationwide database (SIM) provided by the Brazilian MoH. SIM registers death causes based on DC classified by ICD codes since 1979 (ICD-9 from 1979 to 1995 and ICD-10 from 1996 onwards). Since 1999, primary, secondary and contributing causes of death have been available in the database. Mortality data has been systematically updated by the Brazilian Unified Health System Information Technology Department. Death by viral hepatitis was defined as presence of the specific ICD-10 in any field of the DC to avoid underestimation of mortality rates. In addition, mortality rates were adjusted for age using the WHO world standard population that allows comparison of our data with different countries worldwide. Moreover, the consideration of Brazil as a whole as well as its macro-regions can contribute to a greater understanding of the burden of liver disease in the country and perhaps worldwide.
Conclusion
In summary, this study described the age-standardized mortality rates associated with viral hepatitis in Brazil and its micro and macro-regions from 2008 to 2012. Viral hepatitis were associated with up to 22,000 deaths, most of them related to hepatitis C. Mortality rates were not homogeneous across the country, suggesting that health policies, prevention programs and novel treatments should be tailored in Brazil according to geographical location.
